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The innate immune system is thought to be one of the first lines of 
defense against cutaneous pathogens. Defensins, including human 
β-defensin-2 (Harder et al., 1997) and -3 (Harder et al., 2001), as well 
as cathelicidins (Dorschner et al., 2001) are important in cutaneous 
defense. In addition, several members of the “granin” family 
(chromogranin/secretogranin) and other neuropeptides, including 
α-melanocyte-stimulating hormone, calcitonin gene-related peptide, 
and neuropeptide Y, have been reported to exhibit antimicrobial 
activities in vitro (Fox et al., 1997; Shimizu et al., 1998; Cutuli et al., 
2000).
The granin family includes chromogranin A (CHGA), isolated 
from chromaffin cells of the adrenal medulla (Banks and Helle, 1965). CHGA is processed at dibasic sites, giving rise 
to several bioactive peptides, including catestatin (Cst). In this issue, Radek and colleagues (2008) report Cst to be a 
functional antimicrobial peptide (AMP) present in the epidermis. The authors found that Cst, with a mechanism of 
action similar to that of other AMPs, exhibited antimicrobial activity against Gram-positive and Gram-negative bacteria, 
yeast, and fungi found in the skin. Induced after injury, CHGA was expressed in keratinocytes and then cleaved 
proteolytically into Cst. These findings suggest an innate immunologic role for Cst in skin.
Through the following questions, we examine this paper in greater detail. For brief answers, please refer to http://
network.nature.com/group/jidclub.
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QUESTIONS
1.	What	is	the	innate	immune	system?
2.	What	is	catestatin,	and	how	does	it	participate	in	the	skin	immune	system?
3.	Against	which	pathogens	is	catestatin	effective,	and	by	what	mechanism	is	it	thought	to	act?
4.	Where	is	catestatin	found	in	the	skin,	and	when	is	it	expressed?
5.What	may	be	the	clinical	significance	of	this	article?
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